As an alternative to long-term ahinistration of oral cytotoxic agents, pulse intravenous nitrogen mustard (HN2) has been used in 5 patients with steroid-resistant INS (all had "early resistance") and one patient with steroid responsive INS. The dose of HN was 0.1 mg/kg/day x 4 days. All patients had minimal-lesion h?stology. The patient with steroid-responsive INS had a frequently relapsing course (4.8 relapses/year) despite treatment with cyclophosphamide (2 courses) and chlorambucil. Since HNZ, she has had no further relapses. The current status of 5 patients with steroid-resistant INS is: 3 have persistent mild proteinuria, normal excretory function and absence of overt nephrotic syndrome; 2 have persistent INS despite HN2 but subsequently remitted after cyclophosphamide and both have since had a steroid-responsive, relapsing course. No toxicity attributable to HN2 was noted. This preliminary experience suggests that HN2 may ameliorate INS in some patients with steroid-resistance. HN2 may also be a useful adjunct in the management of some patients with steroid-responsive, frequently-relapsing INS, in whom oral cytotoxic therapy may not be warranted. A controlled therapeutic trial to better assess the usefulness of HN2 is planned. (Kid Int 12:538, 1977; Ped Res 13:366, 1979). To determine whether enhancemcnt is primarily due to volume depletion, dogs were given im injections q8h for 10 days of the following: (F) alone 2 mg/kg, Grp 1; (NET) alone 15 mg/kg, Grp 2; (NET) 15 mg/kg + (F) 2 mg/kg, Grp 3. Group 4 rrccivc~l (NET) 1 5 mp/kp + (F) 2 m~/ k g + gnvngc (75 mEq NaC1+40 mEq KC1/1 in a daily volume equal to 5% of body weight). (VA) . A 184 P R E L~Y REPORT. Rizzoni G., ~w l a n u t M. 
of Athens, "A.Kyriakou" Children's Hospital ,Athens, Greece.
Ihe protective effect of Foly I:C during s i s d c i n ne@uotoxi-city in rabbits-was determined by measur-t of the urinary en-
zymes alkaline phosphatase(AF),lactic dehydroge~se(r.m)and N-ac e t y l +~l y c o~i d a s e ( E I A G ) . 1 8 r a b b i t s
were divided in 3 Groups.
Separate 24 hours w i n e s were assayed for mntrols(AF=110+20SD, LM=25*4SD,NAe30+ASD).Gmup 1,received a subcutaneous dose of sisanicin,20C~1q/kg,Qwp 2,a subcutaneous dose of Poly I:C,5q/kg foll& 24 hours later by siscmicin and Group 3,only Poly 1:C. 24 hours w i n e s were collected for the wrt 5 days and assayed for enzymes.Fractional d u n excretion(%fE~a)was calculated on the 1st and 6th day.Urinalysis m s done daily.All rabbits were killed on the 6th day and the kidneys were examined by light microscopy.mup 1 ,presented a sharp rise in the urinary enzymes(AF =825i95SD,LJX=164f18SD,EIAG650+76SD),~up 2,a yradual rise in the urinary enzymes with the peak on the 5th day(AE%35*92SD,LCH =112+14SD,EIAMB0*54SD)and Group 3,only a slight elevation(=
~~~~~~S D , I E H =~~~~S D , N A G =~O~~S D ) . C X I~~
i n W u p 1,the was 7.5 -9.6% on the 5th day(controls:0.62-0.858),the urinalysis sham3 hyaline casts and red cells and the kidneys' light microscopy r e vealed the proximal tubular cells m l l e n with fine vacuolation of the cytoplasn.'Ihe results s u p r t the view that Poly I:C,a toxic substance itself,protects the kidney cells fran damage,mst probably,by induction of interferon production. (Kid Int 12:538, 1977; Ped Res 13:366, 1979) . To determine whether enhancemcnt is primarily due to volume depletion, dogs were given im injections q8h for 10 days of the following: (F) alone 2 mg/kg, Grp 1; (NET) alone 15 mg/kg, Grp 2; (NET) 15 mg/kg + (F) 2 mg/kg, Grp 3. Group 4 rrccivc~l (NET) 1 5 mp/kp + (F) 2 m~/ k g + gnvngc (75 mEq NaC1+40 mEq KC1/1 in a daily volume equal to 5% of body weight). Serum creatinine (Scr) values in Group 3 exceeded values of\all other groups. Scr values did not differ between Croups 2 a 4. Necropsied renal tissue revealed moderate to severe diffuseTcute tubular necrosis in Group 3; Groups 2 and 4 had only mild areas of tubular necrosis.
Serum crcatinine (mg/dl)
, ~w l a n u t M. To know the influence of steroid on CNS in nephrotic S..CSFspace/I ntracranial space ratio(abb.C/T-R)was calculated by computor processing of CT at the level of the 3rd and lateral ventricl- Abnormal neurological and psychiatric symptoms in the above 16 cases were 2 manic;l depressive state;muscle weakness in 4;tremr of the finger 1,although no correlation with the grade of C/I-R abnormalities. C/I-R was the highest in a case with para or , & methasone therapy for 2.5 months. C/I-R showed no relationship between the age or sex of the patients.
The above data suggest that massive dose of steroid might have apparent cerebral atrophic effect although it will bereversible.
GONADAL FUNCTION IN MALES TREATED WITH LIMITED
186 CYCMPHOSPWMIDE FOR STEROID SENSITIVE NEPHROTIC SYNDROME. Trompeter, R.S., Evans, P.R., Barratt, T.M. The Hospital for Sick Children, Institute of Child Health, and The London Hospital, London, England.
Gonadal damage is known to occur following treatment with high dose and/or prolonged courses of cyclophosphamide (CP). However, the effect of limited treatment has not been well established. 53 boys with steroid sensitive nephrotic syndrome received a standardised 8 week course of 3mg/Kg body weight per day of CP at the Hospital for Sick Childron. London. during 1966 London. during -1974 boys now over the age of 18 years were recalled for assessment of gonadal function. 4 were known to have fathered children, 4 declined to participate in the study and 1 was untraceable. Mean age at the time of treatment was 10.7 years and mean interval to follow up 10.3 years.
Semen analysis in 11 postpubertal males who received only one course of CP showed that sperm densities were lower than in controls of the same age (Patients 60 + 9 ; 9 0 3 7 10
Controls 103 + 17; mean sperm densities + S.E.; million/il). The studies sueeest that (F) enhancement of (N1.T) nephrotoxicity in males who receive even limited treatment with CP.
--is primarily due to volume depletion
